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I. Pasis of tfie rdpert 




Daseriptlon, Pages 
1-52 



36 originally filed 



Claims, Numbers 



1-34 



ae qriglnally filed 



Drawings^ Sheets 
1^5-65fi5 



as originally fited 



2. With regard to the language, all the elements marked above were available or furnished to this Authority In the 
language In which the International application was filed, unless othenvlse indicated under this item. 

The^e elements were available or furnished to this Authority in the following language; , which Is: 

□ ths language of a translation furnished for the purposes of the Intemational search (under Rufa 23.1 (b)}. 

□ the language of publieation of the international application (under Rule 4B.3(b)). 

□ the language of a translation furnished for the purposes of International preliminary examination (under 
Rule 66.2 andibr55.3), 

'a. with regard to any nucleotide andfer amino acid sequence disclbssd in the Intemaflonal appHcalloni the 
Intemational preliminary examination was carried out on the basis of the ssqusnce listing: 

□ contained in the international application In written fdnn. 

□ fifed together with the Intemational application In computer readable form. 
ia furnished subsequently to this Authority in written form. 

IS furnished subsequently to this Authority in computer readable form- 

B The statement that the subsequentiy furnished written sequence Hating does not go beyond the disclosure 

In the international application as filed has been furnished. 
B The statement that the infomnaMon recorded in computer readable form is identical to the written sequence 

listing has beert fumished. 

4. The amendments have resulted In the cancellation of: 

□ the description, pages: 

□ the claims, Nos.; 

□ the drawings, sheets: 
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5. □ This report has been established as If (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be referred to under item 1 and anneKed to Oils 
report.) 

6. Additional observations, if necsssary: 

III. Non-establishment of opinion with regard to nqveltyi Inventive std|> and industrial applieability 

1. The questions whether the claimed invention appears to be novel, to involve an Inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of; 

□ the entire international application. 
El claims Nos. 7-9, 26» 32-34 

because: 

la the said international application, or the said claims Nos, 28 relate to the following subject matter which 
does not require an International preliminary examination (specify): 

see separate eheet 

□ the description, claims or drawings (Indicate particul&r elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (apedty): 

□ the claims, or said claims Nos. are so Inadequately supported by the description that no meaningful opinion 
could be formed. 

Bl no international search report has been established for the said claims IMoe. 7-9, S2'*34 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/ 
or amino actd sequence listing to comply with the standard provided for in Annex C of the Administrative 
InstaicUons; 

□ the written fonri has not been furnished or does not comply with the Standard. 

□ the computer readable form hae not been furnished or does not comply with the Standanl. 

IV, Laeic of unity of invention 

1 . In response to the Invitation to restrict or pay additional f ees» the applicant has; 

□ restricted the claims, 
la paid additional fees, 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees, 

2. □ This Authority found that the requirement of unity of invention is not compiled with and chose, according to 

Rule 68.1 , not to InvRe the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of Invemion in accordance wKh Ruiee 13.1, 13Jg and 13.3 

|6 
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□ Qomplied with. 

la not complied with for the following reasons: 
see eeparate sheet 

4 Consequently, the following parts of the international application were the subject of international prellminaiy 
examination in eatabllshing this report: 

□ ail parts. 

B the parts relating to claims Nos. 1-6. 10-31 . 

V. Reasoned statement under Article 35(2) with regard to novelty, Inventive step or industrial applicability; 
' citations and explanations supporting such statement 

1, Statement 



Novelty (N) 



Yes: Claims 
No: Claims 



5,13-18,19,20, 22,25,27 

1-4, 6, 10-12, 17, 18, 21. 23. 24, 26, 28-31 



Inventive step (IS) 



Yes: Claims 
No; Claims 



5,13-16,19, 20,22,25,27 

1-6, 10-27, 29-31 
28: no report 



Industrial applicability (|A) 



Yes: Claims 
No: Claims 



2. Citations and explanationa 
see separate $iieet ' 
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Re HemJII 

Non-9statilishment of report with regard to novelty, inventive step or industrial 
applicability 



1 . The applicant's attention Is drawn to the fact that claims or part of claims, relating to 
inventions in respsct of which no intematlonal search report has been established 
need not be Vne subject of an international preliminary examination (Rule 66.1(e) 
POT). Claims 7-9 and 32-34 have consequently not been examined. 

2. Claim 28 relates to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of this claim (Article 
34(4)(a)(l) PCT). 

Laek of unity of invention 

1 . Rule 1 3 PCT stipulates that the internationsi application shall relate to one invention 
only or to a group so linked as to form a single general inventive concept. Where a 
grcup of inventions is claimed in one and the same International application, the 
requirement of unity of invention shall be fulfilled only when there is a technical 
relation^lp among those Inventions involving one or more of -the-stame or- ■ 
corresponding "special technical features", I.e. technical features that define a novel 
and inventive contribution over the prior art. 

2. The only common concept (technical relationship) linking the present claims Is that 
they are all concerned witii fusion proteins comprising at least two HIV proteins or 
fragments or immunogenic derivatives thereof. However, this concept cannot be 
regarded as the "single general inventive concept" required by Rule 13.1 PCT 
because It is neither novel nor Inventive, since such fusion proteins are already 
known in the art (see e.g, WO0232943; EP0577894, SALFELD J et al., EMBO 
Journal (1990), vol. 9, pp. 965-970; WOOD0EBRY T. et al., J. Virology (1999), vol. 
78, pp. 5320*5325). The prior art discloses moreover polynucleotides which comprise 
a sequence encoding an HiV envelope protein or fragment or immunogenic derivative 



Form PCT/Saparale Sheetf409 (8h«et 1) (EpO>April 1897) 



23/03 '05 MER 11:28 [TX/RX N° 73981 




INTERNATIONAL PRELIMINARY international application No. PCT/EP 03/1 2420 
EXAMINATION REPORT - SEPARATE SHBET . — . 

thereof, fused to at least one sequence encoding an HIV non-structural or capsjd 
protein or fragment or immunogenic derivative thereof, operably linl<Bd to a 
heterologous promoter (WOODBERRY T et al,. J. Virology (1999), vol. 73, pp. 
5320-5325; LIU WJ et al., Virology (2000). vol. 273, pp. 374-382; WO0232943). The 
prior art also discloses a polynucleotide encoding an HIV envelope which lacks a 
functional secretion signal (BOTARELU P. et al., J. Immunology (1991), vol. 147, p. 
3128'3132). The prior art moreover discloses a polynucleotide encoding codon 
optimized gp120 (ANDRE S., et al., J Virology (1998), vol. 72, p. 1497-1503). 
Polynucleotides encoding Nef, Gag, RT or Tat or fragments or immunogenic 
derivatives thereof are likewise well i«r»own In the prior art (see e.g. WOODBERRY T 
et al., J. Virology (1999), vol. 73, pp. 5320-5325; LIU WJ et al„ Virology (2000), vol. 
273. pp. 374-382). 

3. in view of the prior art, the first problem to be solved by the present application can 
be defined as providing further polynucleotides which comprise a sequence encoding 
an HiV envelope protein or fragment or immunogenic derivative thereof, fused to at 
least one sequence encoding an HiV non-structurai or eap^d protein or f ragmervt or 
immunogenic derivative thereof, operably ilnlced to a heterologous promoter. Given 
that polynucleotides which comprise a sequence encoding an HiV envelope protein 
or fragment or Immunogenic derivative thereof, fused to at least one sequence 
encoding an HIV non-structurai or capsid protein or fragment or immunogenic 
derivative thereof are icnown in the art, seven different solutions (I.e. seven diff^nt 
groups of inventions) to the first problem can be identified. Namely theprevlsion>of 
the polynucleotide according to claim 1 or claim 2 >A^erein at least one non-struotural 
or capsid protein or fragment or Immunogenic derivative thereof is selected from one 
or more of (i) Net, (11) Gag. (ill) RT or (iv) Tat, the provision of (v) a polynucleotide 
encoding a gp120, RT, Gag and Nef-containlng fusion protein, the provision of (vl) a 
polynucleotide encoding a gpl20, Tat and Nef-containlng fusion protein, and the 
providon of (vii) a polynucleotide encoding a gp120, Gag, Nef and Tat-oontaining 
fusion protein. 

4, in view of the prior art, the second problem to be solved by the present application 
can be defined as providing further polynucleotides encoding a Tat containing fusion. 
The solution to the second problem is the provision of a polynucleotide encoding an 
HIV Tat molecule or fragment or immunogenic derivative in a fuelon with at least two 
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further HIV antigens. This invention has been grouped with the 4th group of - 
Inventions, 

5. In view of the fact that fusion proteins comprising at least two different HIV proteins or 
fragments or Immunogenic derivatives thereof as well as polynulceotldes which 
comprise a sequence encoding an HIV envelops protein or fragment or Immunogenic 
derivative thereof, fused to at least one sequence encoding an HIV non-structural or 
capsid protein or fragment or immunogenic derivative thereof, operabiy linked to a 
heterologous promoter have been disclosed in the prior art, due to the essential 
difference in nature between the problems, due to the essential differences in 
structure and function of the differsnt solutions, and due to the fad that no other 
technical feature can be distinguished which. In the light of the prior art, could be 
regarded as special technical feature, the international Examining Authority is of the 
opinion that there Is no single inventive concept linking the present set of claims and 
the different Inventions not belonging to a common Inventive concept are the same 
as Identified by the International Search Authority (see Form/iSA/210). 

Reasoned statement under Arllele 35(2) PCT with regard to novelty, Inventive step or 
Industrial applicability; citations and explanations supporting sucli statement 

Inifentlon 1: claim 6 ^cot n pletaly^ and claims t^. 10-21, 23-31 fsU PBlM i d 



1 . Reference Is made to the following documents, the numbering conresponds to the 
listing of the documents In the International search report: 

D1 : WOODBERRY T ET AL, JOURNAL OF VIROLOQY, THE AMERICAN 
SOCIETY FOR MICROBIOLOGY, US, vol. 73, no. 7, July 1999 (1999-07), 
pages 5320-5325 

ID2: LIU W J ET AL, VIROLOGY, ACADEMIC PRESS.ORLANDO, US, vol. 273. no. 

2, 1 August 2000.(2000-08^01), pages 374-382 
D3: WO 01/27291 A 
D4; WO 02/32943 A 
D5: EP-A-0 577 894 

D6: BENKO D M ET AL., JOURNAL OF VIROLOQY, vol, 84, no. 8, 1990, pages 
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• 2505-2518 

D7: SALFELD J ET AL., EI\/IBO JOURNAL. OXFORD UNIVERSITY PRESS, 
SURREY, GB, vol. 9, no. 3, 1 March 1990 (1990-03-01), pages 965-970 
D8: WO 98/41536 A 

D9; DOE B ET AL., EUROPEAN JOURNAL OF IMMUNOLOGY, WEINHEIM, DE, 

vol. 24, no. 10, 1994, pages 2369-2376 
D10; BOTARELU P ET AL., JOURNAL OF IMMUNOLOGY, THE WILLIAMS AND 

WILKINS CO. BALTIMORE, US, voL 147, no. 9, 1 November 1991 (1991-11- 

01), pages 31 28-31 32 
D1 1 : STEFANIE A ET AL., JOURNAL OF VIROLOGY, THE AMERICAN 

SOCIETY FOR MICROBIOLOGY, US, vol. 72, no. 2, Februaiy 1998 (1998-02), 

pages 1497-1503 

D12: KOTSOPOULOU E ET AL.. JOURNAL OF VIROLOGY, THE AMERICAN 
SOCIETY FOR MICROBIOLOGY, US, vol. 74, no. 10» May 2000 (2000-05), 
pages 4839-4852 

D13: WO 02/36792 A 

2. Subject-matter of the application 

Present application relates to a polynucleotide which comprises a sequence 
encoding an HIV envelope protein fused to at least one sequence encoding an HIV 
non-stmctural or capsid protein (nef, tat, RT or gag of HIV), operably linked to a 
• heterologous promoter. • • * ,v. • 

3. The present application does not satisfy the criterion set forth in Article 33(2) POT 
because the subject-matter of claims 1-3. 6, 10-12, 17, 18, 21 , 23, 24, 26, 28-31 is 
not new in respect of prior art as defined in the regulations (Rule 64(1 )-(3) PCT). 

3,1 . D1 discloses a Nef-Pol-Gag-Nef-Pol-gp120-Nef polytope fusion protein coding for 
seven HIV HLA A2 CTL epitopes conjoined in a single artrflolai oonstnact (abstract, 
Flg.1 , Table 1). The full-length gel-purified fragment was cloned Into the EcoRV site 
of pBluescript II KS(-) and checked by sequencing. The insert was then subcloned 
behind the vaccinia vims p7.5 promoter in the plasmid shuttle vector pPS 7.5 A with 
BamHI and Sail (page 5321. left hand column, first paragraph). HHD mice vaccinated 
with the HIV polytope were shown to generate CTL specific for multiple epitopes. The 
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use as a ptophylacUc polytope vaccine Is lllcewlse disclosed (page 5324, left hand 
column, last paragraph). Since the fusion protein contains no secretion signal tt is 
neither glycosylated nor secreted from the cell. 

D1 thus anticipates the subjeebroatter of claims 1-3, 6, 10-12, 17, 18, 21, 23, 24, 26, 
28-31. 

3.2. D2 discloses papilloma virus virus-lil<e particles for the delivery of multiple cytotoxic T 
cell epitopes. The artificial "polytope" minlgene contains known CTL epitopes of HIV 
IIIB gpl20, nef, and RT (Figure 1 , Table 1). The polytope fusion protein was 
produced in Sf-S Insect cells infected with recombinant baoulovlrus, purified and used 
to Immunize various mice. The In vivo Induction of antibody and CTL response by the 
polytope fusion protein was shown (Rgure 4 and Figure 6), Since the fusion protein 
contains na secretion signal It Is neither glycosylated nor secreted from the cell. 

D2 thus anticipates the subject-matter of claims 1-3, 6, 1 1 . 12. 17, 18, 21 , 23, 24, 26, 
28-31. 

3.3. D3 discloses a polyepltopic gag, pel, env, nef containing construct for the induction of 
HLA-A2.1 restricted HIV-1 specific CTL response in HHD mice (example 11, Fig. 5. 
Table 5) and lll<ewise anticipates the subject-matter of claims 1-3, 6. 10-12, 17, 18, 
21,23.24,26,28-31. 

... . • * 

3.4. D4 discloses (page 43, line 4 - page 47, line 21 ; Table 1 ) various DNA constructs 
encoding env-nef fusion proteins In which the env protein has been codon optimized 
for expression in human cells. D4 also discloses mutants In which conserved N-llnked 
glycosylatlon sites were eliminated by site-directed mutagenesis. Pharmaceutical 
compositions, methods of treatment and prime boost vaccination strategies are 
lil<ewise disclosed (page 1 62, claims). D4 thus anticipates the subject-matter of 
claims 1. 3, 17, 18, 21. 23, 24, 26, 28-31, 

3.5. D5 discloses a gag-env fusion protein encoding DNA construct (Fig. 3), chimeric 
proteins and vaccines comprising the chimeric proteins (abstract). Since the fusion 
protein contains no secretion signal It is neither glycosylated nor secreted from the 
cell. D5 thus anticipates the subjeot-matler of claims 1-3, 1 1 , 12, 17, 18, 21 , 23, 24, 
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3.6. D6 and D7 Which both disclose fusionproteins comprising coding sequences of tat, 
env and rev are considered to anticipate the subject-matter of claims 1-3, 6, 1 1 , 12, 
17, 18, 21. 

3.7. The subject-matter of claims 13-1 6. 19, 20, 25, 27 appears to be new In view of the 
available prior art. 

4. The present application does not satisfy the criterion set forth in Article 33(3) PCT 
because the subiect-matter of claim 13-16, 19, 20, 25, 27 does not involve an 
inventive step as defined In the regulations (Rule 6S (1H2) PCD> 

4.1 . Claim IS which relates to the polynucleotide according to any one of claims 1 to 12 
wherein one or more of the sequences encoding gp120. Nef, Gag, RT or Tat is or are 
codon optimised to resemble the codon usage in a highly expressed human gene Is 
considered to lack an inventive step in view of the disclosure of any of D1 - D7 in 
combination with the teaching of D1 1 or D1 2. 

D1 1 discloses that optimized codon usage of the gp120 sequence considerably 
Increased both humoral and cellular Immune response during DNA vaccination. D1 2 
discloses that codon optimization of HIV-1 gag-pol gene results In a iQ-foid increase 
in sleady^tate levels of cognate RNA with an equivalent 1 0-fold Increase in protein- 
production. 

4.2. Claim 14, which relates to various polynucleotide sequences which all comprise a 
codon optimised gp120 Is likewise considered to lack an Inventive step In view of the 
disclosure of any of D1 -D7 in combination with the teaching of D11 or D12. 

4.3. Claims 15 and 16 which relate to the polynucleotide according to any one of claims 1 
to 14 wherein the promoter Is the promoter from HCMV IE gene are considered to 
lack an Inventive step in view of the disclosure of any of D1 -D7 in combination with 
the teaching of D1 3 which discloses this promoter and Its use for the expression of 
HIV-1 antigens (page 5, line 32 - page 7. line 4). 
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4.4; Claims 19 and 20 which relate to the use ef a replication detective adenovims vector 
are considered to lack an Inventive step In view of D4 which discloses the use of 
adenovimses (page 25. lines 16-3S) for the expression of the env-nef encoding 
fusion proteins. 

4.5. Claim 25 Which relates to a pharmaceutical composition according to claim 24 
wherein the carrier is a plurality of particles such as gold particles is considered to 
lack an inventive step In view of the disclosure of any of D1 -D7 in combination with 
the teaching of D1 3 which discloses (example 2) the preparation of plasmid-coated 
''gold slurry" for vaccination purposes. 

4.8. Claim 27 which relates to an Intradermal delivery device comprising a pharmaceutical 
composition according to any one of claims 24 to 26 is likewise considered to lack an 
Inventive step In \n&N of the disclosure of any of D1 -D7 in combination with the 
teaching of D13 which discloses (page 16, line 14 - page 17, line 14) various devices 
for the Intrademrial delivery of the plasmid DMA. 

Regarding claim 1 1 applicant's attention Is also drawn to D9 which discloses that the 
Induction of CTL responses was considerably less efficient when mice were 
immunized with gp120CHO, a native, fully glycosylated envelope protein produced 
in mammalian CHO cells, Denaturatlon of gp120CHO prior to immunization was not 
sufficient to prime CTL responses. IHjowever, envelope-specific CDB-i- CTL activity 
' ' ' • was elicited when N-linked glycans -were removed by treatment with an • 
endoglycosidase. 

Regarding claim 12 applicant's attention Is also drawn to D10 which relates to N- 
giycosylation of l-IIV gp120 and discloses that the lack of signal sequence prevents 
passage through the secretory pathway and addition of carioohydrates (page 3128, 
right hand column, first full paragraph). 

invention g- elfllme 4. B. 2g fall eomnletelvl and eiaime 1-3. 10-21. aS'SI (all pgrtiallv) 

1 . Reference Is made to the following documents, the numbering corresponds to the 
listing of the documents in the international search report: 
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D1 : WOODBERRY T ET AL.. JOURNAt OF VIROLOGY, THE AMERICAN 
SOCIETY FOR MICROBIOLOGY, US, vol. 73, no. 7, July 1999 (1999-07), 
pages 5320^5325 

DS; WO 01/27291 A 

D1 1 : STEFANIE A ET AL., JOURNAL OF VIROLOGY, THE AMERICAN 

SOCIETY FOR MICROBIOLOGY, US, vol. 72, no. 2, February 1998 (1998-02), 
pages 1497-1503 

D12: KOTSOPOULOU E ET AL.. JOURNAL OF VIROLOGY, THE AMERICAN 
SOCIETY FOR MICROBIOLOGY, US, vol. 74, no. 10, May 2000 (2000-05), 
pages 4839-4652 

D13: WO 02/36792 A 

D14: IQLESIAS, ENRIQUE ET AL., JOURNAL OF BIOCHEMISTRY, 

MOLECULAR BIOLOGY AND BIOPHYSICS , vol, 5(2), pages 109-122. 2001 
D15:CA"A-2430 702 

2. Subject-matter of Ihe application 

Present application relates to a potynucleotide which comprises a sequence 
encoding an HIV envelope protein fused to at least one sequence encoding an HIV 
non-structural or capsid protein operably linked to a heterologous promoter, wherein 
the polynucleotide encodes a gp120, RT, Gag, and Nef- containing quadrivalent 
fusion protein. 

3. The present application does not satisfy the criterion set forth in Article 33(2) POT 
because the subject-matter of claims 1-4, 10-12, 17, 18, 21, 23, 24, 28-31 Is not new 
in respect of prior art as defined in the regulations (Rule 64(1H3) PCT). 

3.1 . The polynucleotide encoding the Nef-Pol-Gag-Nef-Pol-gp120-Nef polytope fusion 
protein disclosed in D1 (Fig. 1) is considered to fall within the scope of claims 1- 4. 
D1 thus anticipates the subjecb-matter of claims 1-4, 10-12, 17, 18, 21. 23, 24, 26, 
28-31. 



3.2. The polyepilopic gag, pel, env, nef containing construct disclosed in D3 (example 
1 1) is considered to fall within the scope of claims 1-4. D3 thus also anticipates the 
subject-matter of claims 1-4, 10-12, 17, 18, 21, 23. 24, 26, 28-31, 
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3.3. D14 discloses a chimeric gene, termed C3, which comprises fragments from the HIV- 
1 gpIZO, gp41, RT, vpr, p24 and net genes (page 110, right hand column, first full 
paragraph; Fig. 1). Recombinant protein C3 was produced in E. coli, purified (page 

1 12, right hand column, second full paragraph) and used to immunize female Balb/c 
mice (page 115, right hand column, last paragraph). According to D14 the chimeric 
gene is t^ady to be used in vaccine etreitegies at eliciting cell-mediated immune 
itesponses, such as vaccines based on naked DNA, viral vectors, or bacterial vectors. 
Since the fusion protein contains no secretion signal It is neither glycosylated nor 
secreted from the cell. D1 4 thus anticipates the subject-matter of claims 1 -4, 10-12, 
17, 18, 21,23,24,28-31. 

3.4. D15 also discloses the chimeric C3 gene which contains epitopes from the HIV-1 
gp120, RT, Gag and nef genes (page 8, lines 6-19; example 1-11), The fusion 
protein, vectors and pharmaceutical compositions are iii<ewise disclosed. D15 thus 
anticipates the subject-matter of claims 1-4, 10-12, 17. 18, 21 , 23, 24, 28-31 . 

3.5. The subject-matter of claims 5, 13-1 6, 1 9, 20, 22, 25-27 appears to be novel in view 
of the available prior art 

4. The present application does not satisfy the criterion set forth in Article 33(3) PCT 
because the subject-matter of claims 5, 13-16, 19, 20, 22, 25-27 does not involve an 
inventive step as defined in the regulations (Rule 65 (1)^(2) PCT). 

4.1 . Claim 5 relates to a polynucleotide according to claim 4 wherein the fusion is selected 
from gp120-RT-Nef-Gao and RT-Nef-Qag-gplSO. 

D14 discloses a polynucleotide which encodes a gp120-gp41-vpr-RT-Nef-3ag fusion 
protein (abstract, Fig. 1). This protein was designed for vaccine strategies directed at 
raising cellular immune responses to HiV-1 and comprises epitopes which elicit 
mainly CTL responses. The prodsion of a variant comprising sequences 
oonesponding to 4 of the 6 proteins disclosed in D14 or D15 is considered an 
artsitrary selection devoid of any inventive activity. 

Claim 5 is also considered to lack an inventive step in view of D2 which discloses a 
poiynudeotide encoding a gp120-nef"RT containing fusion protein in combination 
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wtth e.g. D5, which discloses a gag-env fusion protein encoding DNA construct. 

4.2. Claims 1 3 and 1 4 are considered to lack an inventive step In view of the teaching of 
D14 or D15 In combination with the teaching of D1 1 or D12. 

4.3. Claims 1 5. 1 6, 25-27 are considered to lack an Inventive step In view of the teaching 
of D14 or D15 In combination with the teaching of D13. 

4.4. Claims 19 and 20 are considered to lacic an inventive step In view of D15 which also 
discloses the use of adenoviruses (page 10, lines 4-8). 
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